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8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election with traverse of Group I, claims 1-8 and 16-18 in the reply filed on 
May 30, 2006 is acknowledged. The traversal is on the ground(s) that "[RJegardiing the 
traversal, Applicants believe that the subject matter of all of claims should be examined together, 
and that there is no need for a divisional application. In this regard, Applicants believe claims 9- 
15 have been designated as a separate group because they do not include the wording 4 with no 
sequence determination needed.' Such language has been added to these claims, and, thus, they 
are believed properly examined with the remaining claims". 

These arguments have been fully considered but they are not persuasive toward the 
withdrawal of the restriction requirement so that Groups I and II will be examined together. First, 
the restriction is not based on that "claims 9-15 have been designated as a separate group because 
they do not include the wording 'with no sequence determination needed.'." as argued by 
applicant. Second, as shown in previous office action, the restriction is based on that different 
and distinct searches will have to be performed for Groups I and II. For example, the search 
required for Group I such as step (c) of claim 18 is not required for Group II while the search 
required for Group II such as step (c) of claim 10 is not required for Group I. Therefore, the 
requirement is still deemed proper and is made FINAL. Claims 1-8 and 16-18 will be examined. 

Specification 

2. The disclosure is objected to because of the following informalities: (1) although 
applicant claims priority for U.S provisional application 60/405,650 in Oath and declaration, 
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there is no U.S provisional application 60/405,650 in the first sentence of the specification; and 
(2) although there are Figures 5 A to 5C, Brief Description of the Drawings of the specification 
only describes Figure 5. 

Appropriate correction is required. 

Claim Objections 

3. Claim 4 is objected to because of the following informalities: ";" in step (d) should be a 
period. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

4. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

5. Claims 1-8 and 16-18 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

6. Claims 1, 7, and 16 are rejected as vague and indefinite. Since the specification defines 
"randomization" as "the manipulation of polynucleotides by unpredicted, stochastical 
replacements of the original nucleotide at a position with any other nucleotide" (see page 12, last 
paragraph) while word "selectively" means to choose something and is predicted, selectively and 
randomizating have opposite meanings and cannot used together. Therefore, it is unclear what 
means "selectively randomizating". Please clarify. 
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7. Claim 5 is vague and indefinite. Since the phrase "steps (a) to (d), steps (a) to (b) and/or 
steps (c) to (d) are carried out for multiple cycles" means performing steps (a) to (d) together, 
steps (a) to (b) together and/or steps (c) to (d) together for multiple times and steps (a), (b), (c), 
and (d) are each method step, it is unclear what means that steps (a) to (d), steps (a) to (b) and/or 
steps (c) to (d) are carried out for multiple cycles before entering into a next step. Please clarify. 

8. Claim 17 is rejected as vague and indefinite. Since the specification defines 
"randomization" as "the manipulation of polynucleotides by unpredicted, stochastical 
replacements of the original nucleotide at a position with any other nucleotide" (see page 12, last 
paragraph) while word "specifically" means in distinction from others and is predicted, specially 
and randomizating have opposite meanings and cannot used together. Therefore, it is unclear 
what means "randomizing the polynucleotide sequence specifically at these sites at which these 
variants differ from each other". Please clarify. 

9. Claim 1 8 recites the limitation "the population of polynucleotides" in the claim. There is 
insufficient antecedent basis for this limitation in the claim because there is no phrase 
"population of polynucleotides" in steps (a) to (d) of the claim. Please clarify. 

Claim Rejections - 35 USC § 102 

10. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
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international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

11. Claims 1-8 and 16-18 are rejected under 35 U.S.C. 102(a) or (e) as being anticipated by 
Patten et al, (US Patent NO. 6,335,160 Bl, filed on December 18, 1996). 

Regarding claims 1-8, Patten et al, teach providing at least one polynucleotide having at 
least one differing site and randomizing the polynucleotides (ie., fragmenting randomly) at or in 
a proximity to the at least one differing site as recited in claim 1 wherein the polynucleotide is 
double-stranded and is derived from at least one starting single-strand polynucleotide or is a 
heteroduplex generated from at least two polynucleotides that differ in at least one site from each 
other as recited in claim 2 and the polynucleotides or their corresponding translational products 
are pre-selected with respect to their genotypic and/or phenotypic features as recited in claim 3, 
further comprises the following steps : (a) providing polynucleotides that differ at one or more 
sites from each other, whereby these differing sites define start points for randomization; (b) 
generating heteroduplices from these polynucleotides; c) recognizing resulting mismatching 
sites; (d) selectively randomizing the polynucleotide at or in proximity to these mismatching 
sites as recited in claim 4 wherein steps (a) to (d), steps (a) to (b) and/or steps (c) to (d) are 
carried out for multiple cycles as recited in claim 5, the at least one differing site of the 
polynucleotide consists of one or more mutations, and the mutations comprise (i) one or more 
nucleotide substitution (s), (ii) one or more nucleotide insertion (s), (iii) one or more nucleotide 
deletions), or (iv) a combination of (i) to (iii) as recited in claim 6, further comprises selection 
or screening for at least one randomized polynucleotide or its corresponding translational 
products towards a desired property as recited in claim 7, the method of claim 1 is carried out 
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cyclically (ie., repeating method steps taught by Pattern et aL,) as recited in claim 8, providing 
variants of the polynucleotide sequence having at least one differing site and randomizing the 
polynucleotide sequence at or in proximity to the differing sites as recited in claim 16 (see 
columns 1-7 and columns 105-110). 

Regarding claim 17, Patten et aL, teach providing variants from this polynucleotide 
sequence; randomizing the polynucleotide sequence at these sites at which these variants differ 
from each other; and selecting or screening a randomized pool of polynucleotides for desired 
properties (see columns 1-7 and columns 105-110). 

Regarding claim 18, Patten et aL, teach (a) introducing stochastically random mutations 
into polynucleotides; (b) selecting or screening the population of polynucleotides generated in 
step (a); (c) isolating those polynucleotides which encode gene products with improved 
characteristics; (d) randomizing the polynucleotides at or in proximity to those site(s), at which 
the polynucleotide isolated in step (c) differ from each other; e) selecting or screening a 
population of polynucleotides generated in step (d); (f) isolating those polynucleotides which 
encode gene products with further improved characteristics, in the above method steps (a) to (c) 
and/or steps (d) to (f)a and/or steps (a) to (9 are optionally repeated iteratively (see columns 1-7 
and columns 105-110). 

Therefore, Patten et aL, teach all limitations recited in claims 1-8 and 16-18. 

Conclusion 

12. No claim is allowed. 

13. Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center. The faxing of 



Application/Control Number: 10/647,002 



Page 7 



Art Unit: 1634 

such papers must conform with the notices published in the Official Gazette, 1096 OG 30 
(November 15, 1988), 1 156 OG 61 (November 16, 1993), and 1 157 OG 94 (December 28, 
1993)(See 37 CAR § 1.6(d)). The CM Fax Center number is (571)273-8300. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Frank Lu, Ph.D., whose telephone number is (571)272-0746. 
The examiner can normally be reached on Monday-Friday from 9 A.M. to 5 P.M. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla, can be reached on (571)272-0735. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 
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FRANK LU 
PRIMARY EXAMINER 



